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Sultamicillin tosilate 7 —f#i% 332 /£

aol B - E EIBA - I R - HK EH- KRB B
BHET7 7 A —RA R WERMRL 5 — KRR

Sultamicillin tosilate (SBTPC) N—Ax#EER #M5TL, LITOGE% 187,

1. SBTPC1000, 2000mg/kg % =7 ZIZ#E114%5 L 72454, 2000mg/ kg TEHE % 1 55BN
HiA LU, HFhES), MEAEICREIIA SN, FUESHER, SEE/ER, hexobarbital MEARAE
BIEALED SN b o1z, 72, 7 v MEKIRIZHL TL, 2000mg/kg DRSS TREIIA LN
o7z,

2. SBTPC1000, 2000mg/kg N#%I1#k5l3=7 2BEILE, 7 v P BSWASTL, $28% kT
L o12h5, =7 ZNEESEEEC A L Tid2000mg/ kg CTERE 2 #0027k L 72,

FaMEECxt L TIE, 10, 30mg/kg DBIRAES TR D h o1,

3. EIEEZ v L OIUE, AL, SBTPC1000, 2000mg/kg D% k513828 % Rt &y
mo 1z, BREEA X Tld, SBTPC 10mg/ kg OFRMPE S I0EIR, MUE, CERIC B2 RE Lh o712,
30mg/kg THEREOIEN, ME TMHEAE S NZY, WTFNLEIETHO—BENEILTH 12, L
€y MEB GBI R UEEUc L, SBTPC10-°~10-g/ml 3828 % RIT & Lhh oz,

4. SBTPCI310~'g/m] OEBEE T, 74 XHEHISE O HERESHIF] & €€ M §HEIR THEIE
fER%ZRL72, 7 MEHTEASESH- N 238U AL N Lh » 72,

5. £FELEHRAT 7 » M2svT, SBTPC1000, 2000mg/kg NX 18513 R 8 R R EE
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HEt R RIS e o 72,

Sultamicillin tosilate (LA SBTPC X B4¥) 13, X
[ Pfizer #£ TH % X 117242 11 ¥ & K B-lactam & T,
ampicillin (ABPC) & g-lactamase B % &/ sulbactam
(SBT) AT N&EAL, P BELZLNTH B,

SBTPC i3 0535 LB » IR E N, EHh
I esterase |= & 1) %5t sulbactam (SBT) & ampicil-
lin (ABPC) (Zf#8 L, M ilEIIEnksS# 1 mM%
IZE—=7I13ZL, ENENEEBTROEBE LA L
NLE M BEHRSNS, WHW D “mutual  pro-
drug” Th 3,

4fA, #2132 SBTPCIZ DWW T—HESEFRER + Efti L
12NT, ZDPEEBET B,

. R B # H

1. %Y

SBTPC I3 KIZHETIZC VT, EOFKENSEIZ
0.3% sodium carboxymethyl cellulose 7Ki& = %
WL TG L7,

RN 5-35813, 10% polyethylene glycol-400
EF IR AL TG L7,

In vitro VEETI118.5% dimethyl sulfoxide (D

MSO) Kiamiciaf L, WAEMIEH L 72 (8N pH
=7.4) INLDFEERTIE, & bHh LHisEm T
BhALN W2 L #REEL 72,

Th, HE5EHARII IR L THERBTEDLLL,

2. A

EERIZIL, ICR #=7 2 (##, K& 18~ 29g), Sprague-
Dawley %7 - | (#f£#, 180~300g), Hartley RENL
v b (B, 500~800g), HALEME 7YX (H 2~
3 kg), * 3 (MM, 3~ 4 kg) RUHERIA X (M,
7~12kg) %HEW7,

18tnsis, FRIE LT, 7 10K
L, 23, 4 XHEIOWTREFNFNDERFENH
(ZECHL 72,

II. ¥ 8 K &%

1. PAREERIZNT 5 1EH

1) B R5Edhit

2 RIHRE ARG L, &Y 2850#% 3 TOH
FEB) G & REEB R (BAK) £BVTliEL 2.

2)thIRES) ([EiEtEaER)

Dunham & Miya D iz & - 72, =% 22 #igE
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PEETIES- L, AWML E T 1R R E 1, 2 diit (HAESR, MC-35 % v, Fdelaha (L 1L
SLMIZ =7 2 alEEE L ) & U S B D 124 acskL 72, %&ﬁz%tiEkmﬁmm_ﬁ/\Uﬁ%
HyelLrz kh=2—L %24 L TEALT

3) MR BR 3) HEh Lo

Courvoisier H?NHFEZHEL 12, =7 ADMFINL %
R i 23cm DE SR - 72818 (EEE 1 mm) (247,
SHLANIZ I F ST S U v b o % Bt ER
B EL T, RIS RS F T 1 R AR
BEiT-7

4) HHREHER

277 AN A £ S L, D RERfRIC

(fBRER, 50mA, 0.2,

a)E 5
b)strychnine (1.5

mg/kg. KT), c)pentetrazol (100mg/kg, &K% (2
£ ) AR ENDEETE RS 5T B B ROE
L aAN
5) sl EH

277 2420, T% M50 . 1ml/10g % BEHENT S L
10714 & ) 205 £ % TO1057 819 writhing 7 [al1$ %
WIE L 72, WK IR 1 WERIATI SRR 1S L 72,

6) MEARAE £ fEH

27 AR AR S L, 1 BRE{%(C hexobar-
bitall00mg/kg % HEHEMNIS- L, IEE Sy HERE %
BIE L 72,

(0L’ N1

7 L OEREET— I 25 —RilE (WHE, NS-
3P) ZHWT, BRSNS 4 BEEL T 1 BRI C
iﬂ'l’i‘l,f:o

MR, IRERFRICHTT B 1R
?!E#N’ﬁ:-?v Foui, LARL

I—TIUREY NI MHSRED T dh D K =L > A =
2—L (PE20) % AKBREINR L ) BEIBIBRNIZ AL 72,
=2 —L O I T 2L T, BO/RNIZEE
L7z, MUHIIIE transducer (H AER, TP-101T)
AL, OB O (HARRES, AT-601G) % H
W GERAYZRIE L 72,

BRI S HAAE 1% 3 S ILL L4568 L,
A NG IR AR

2) KA X OB, iU, LT

1 % 5 VL% M3 7 < BV 72, Pentobarbital (30
mg/kg, BE) THREEL, EHHC L) MRS IR L
(HAKESR, MPF-1T) 2k, M3 AABEENR -
WALZZBRH = 2 —1 % /oL TEFUHE (HARE
B, MP-4Tiz &), 4104 cardiotachograph(H
ALER, RT-2) 12k D@L 72, Ll $F 10

MUEDE L

BILE L 6ICERA, Fi L) WA OHEEAY
PEBLL 72, A LEREAN S 15m] DFHEIZ L, 1 gk
NN &2 ORIz $AE £ % force displace-
ment transducer (HAX &%, SB-1T) # /7L T,
polygraph (25C4kL 72, %ifil3 Krebs-Henseleit if§
FHV, 0,95%, CO, 5 %NRET 25482 THAL,
Pi230£0.5Clzff - 72,

3. EEMERICNT 2 1EH

1) A 2 HHE

a-Chloralose (75mg/kg, &#E) 12K V) IFRBREL 72 4
a2 3% v, KO RHE * force displacement
transducer * 7L, polygraph {2 5C&k L 72, BERE DI
FERIE D70, LSRR AR AR ARHEN IR
I % @ <7 7 4 > 7RI TRBRE R L,
10F IR & 53 (20Hz, 1 msec, supramaxim-
al voltage) L 72, HEKIIAKBEHRIZHAL 727 =
a—L I HFEALT,

2)BESLIE

=7 ZADRELLIE % BHREREANGEE % V- THREE
5 ABERE% E T 1 BRI E T L 72,

4. BRI B 1EH

1)/ \sts%kag

18 Y[ L 7= 7 2 MR 2 R 104k 5L, 185
412 5 BIFEERKN10% 778 T ILiMi%0.2ml/10g
FOEE- L7z, 20305 %I 25 L, KD/
RSB A Bl L 7z,

2) Bt

7 b & 24EERIHEE T4, Shay &HINFHAZRE, i

PHIBEHE5 L 72, 4 05IEITE, —— T LRRER T ICRABE L,
HEFEL, SRCL)HIERUEBEEZBE L 72, ¥
BRI ZEPERRE RIS+ s s 5L 72,

5. FHEEH AT B 1EH

1) 4 [mlh

1) (#hES)

74 X [0l & EEICHECREE L, 15m] O C
L. B0 [AhES) % force displacement transducer
% 4L T polygraphiZ stk L 72, KE R & LTIk
Tyrode i (0,95%, CO, 5%i& 7 7@, 37C)
7z,

ii) Acetylcholine, histamine & Uf serotonin U #i
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1233 B 1EH

TLEy MAGEFEICRECTEE L, BE ) & EREL
FETHEDMEY 308k L 72, 5 & L T3 Tyrode
(0,95%, CO,5%iREY ZER, 27C) ¥HW72, ¥
RHE & I 2@ 3 91412 acetylcholine (2 X1077g/
ml), histamine(2.5X10¢g/ml) Xi3 serotonin(1.5
X 107°g/ml) /02, BAREIZ L 2 PUHEHIHIE % SRed 72,

) FE

IR T - b RUEIRT -~ b GFERT7 BE) 2HW72,
FEIZREY, FEA% 15ml ORFEIZBEEL, QEhERZ
BITES - 1) LEMDHETERHEL 2, HFEHE L Ul
Locke-Ringer (0, 95%, CO, 5 %iA&7 Zi#5, 37
T) #HwWw72,

6. FREMUIRPEREHEN AT 2/ER

EERATI6 B RHEA L 72T~ MCERAIEH (2.5ml/
100g) 128k L 722 BV T L) Ross L7,
5 5Re% F CORBZNEL, RHENah K* 13 49658
FEET (Bar&, 205%Y) 12k, ClridZzad4 FA—%
— (Evans &) 1L DEBL,

m. £ 8 Bt &

1. HREERICNT 2 /EM

#R% LT TableliZ/RL 72,

<7 ZNBAFESI AL, SBTPCi21000mg/kg O
B TR % RI3E T, 2000mg/kg TS 2 R
HIZH15%DEEE Y B REB RS F R L 72, HTHE
Bh R IR 23 L T3, SBTPC 131000, 2000mg/kg
DRSS TS 7, DUKCHER (B%, strych-
nine, pentetrazol #4%), $E5EER & UF hexobarbital &
IRIERIER L AN Lh »72, 72, 7 MKEIZHL
TY, SBTPCI1000, 2000mg/kg NEEL& 513528 %

Rix&ieh -7z,

2. R, EERFRICHT BIEM

7 P OBEKRBIIRNIZMERIER S = 2 —L %A
A, FERERT CIUEZWIZEL 72 2 A, SBTPC 1000,
2000mg/kg |3XE1H%5- 4 BEEIT4 3 ClUEIC 828 % iy
otz F2, CHHEUIZ LEWIC & A4 LN
ehrotz,

KB A X OIFR, ME, LERICHL, SBTPC 10
mg/ kg DEIRNIZ G 121ZE A EHEBERIZTE 25
72, 30mg/kg NERNIRS T, 5 E%—@ME0RE
ZeDRERENN,  MUED THEER] (5 ~15mmHg) A4
Nz, TNSNEGIIS 5 ~ 105741213 SRl R
272, LFERUCIZIT & A E B S, LERIERAC b
RLTNREFBIA LN L -T2,

BT MG CEOTHER CIHE 23 E L, SBT
PC1075~10~*g/ml (3528 % RiI & w712,

3. BEMHERICNT S ER

JFRE A 2 O SR AN RN E SRS & 1
BB x4 L, SBTPC 10, 30mg/kg NDEIRNI%E T
BUIREH LN -T2,

=7 ZOMESLEIZH L TH, SBTPC1000, 2000mg
/kg OFEREGAIE 2 RUT S Aedr 72,

4. IHEEFRICHTT B 1EH

=7 2N DA RIZ A L, SBTPC 1000mg/ kg
DRENRGIRZ8 4 RITE T, 2000mg/kg TEELM
Hl (%937%) »E¥H SNz (Fig. Do

7 M2 SBTPC 1000, 2000mg/kg % #2115 L T
L M B A S N D 72,

5. Frpc it 5 1EH

74 X RO FBh&ESH - 5t L, SBTPC107¢ 10°°

Table1l Effects of SBTPC on the central nervous system
Items Animals Dose (mg/kg, p.o.) Results
.. 1000 No effect
t
Spontaneous motor activity Mouse 2000 Slight decrease
Rota rod test Mouse 1000, 2000 No effect
Traction test Mouse 1000, 2000 No effect
Anticonvulsive effect
(ECS, Strychnine, Pentetrazol) Mouse 1000, 2000 No effect
Analgesic effect
1000, 2 No eff
(Acetic acid writhing) Mouse 0 000 o effect
Hexobarbital sleeping time Mouse 1000, 2000 No effect
Body temperature Rat 1000, 2000 No effect
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Fig. 1 Effect of SBTPC on gastrointestinal propulsion in mice

Ten mice were used for each dose level.

* : Significant (p < 0.05)

Control

SBTPC 1000

SBTPC 2000

mg/kg
(p.o)

0 20

% Traversed

Fig. 2 Effect of SBTPC on spontaneous motility of isolated rabbit ileum

SBTPC 10-° 10-3

g/mlidiZ e A X R2EE TS T, 10~ g/m] THEHES)
DA RS Sz (Fig.2).

Acetylcholine, histamine K& U* serotonin I= & % &
Ny MEHEREOPHE XL, SBTPC1074 10-°g/
mli3ZBERITET, 10~ g/ml TENFN 34, 17, 47
RO 32 & 72,

SBTPC107% 1075 10~*g/ml {3 JELFIRE & OUEIR S
v MFEEBNEEICN L, EBERIIE b o7,

6. RERURPEFEH T 5 /A

EREWERTT - N ORER TR BRI
L. SBTPC1000, 2000mg/kg MHECH%513528% &
¥ bz,

IV. BERUER

lg

10-‘g/ml —_

1 min

SBTPC I3E0HRE5T 5 LIED LRI & N, 44K
TERHIZ ABPC XU SBT IZH/kMER N CHER +
FHET B EAFSN TS (English 59,

ABPCIZDWTREL99(%, —AERER N7\
TEMEDEG R TH D L B|EL T b, 72, Kzl
B-lactamase FEH| SBT 4185, EEHEE, PR
FRFIINL, FROCEEERZRI LW LR HEL
T35 (A5,

=7 212 SBTPC 1000, 2000mg/kg %0572
& 24, 2000mg/kg THISESIRDEE IR H A & 1L
Loy, HEIEHESD), MR <, SERIER, B
SMER, MERIERIEFR LIEED LN Lh o7, £72, T
MEIRIZ L3287 (, SBTPC I3 RIc kL, 4
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ROLERIZ LD EEZ HNB,

SBTPC DiEIRS: RIS 2 1B & EFEL T o~ + T
FAN72E 2 A, 1000, 2000mg/kg A£G L CL M
FER 7B R 52 e o 72, WA 2BV T
4, 10mg/kg DEIRNES T, 1R, E, CEBICF
B <, 30mg/kg THARKDRENN, (UL THEA A5 L7z
5 WTFNLED TEE THO—BEN LD TH - 12,
ELEY MEEOEIZHL TL, SBTPC10-*g/ml
IBETRBIIRD LN 512,

HEMRRNER L LT, F IWBERC=7 ZREILE
12X B ER £ #~72h5, SBTPC 23T N &1EH
3EBH LN -T2,

HREFEH P EIEARIZB VT, SBTPCI210°g/ml
PUFTIRBBUNEERIZL(, 10 g/mIDEIBETY
X R BEREBIOHIGE L BT - FRIBEATH
BRI 70 SAIRYER (T acetylcholine fEH, ¥ histamine
M, T serotonin fER) & LNz, 7 P FEHE
EENZAT L Tid, SBTPC (34FecT N &2 % RIS %
Y AN

1H{bERIZBVT, SBTPC132000mg/kg DiEO%
5 C= 7 2/ kR BB 2 < L 72, T M E
WA XT L TR A SN~ 72,

oM, ABEIEHARTT v MBI RBER VRS
BRI T AER LD S 72,

SEINEBRTHT 22386 5 N2 ERIZ SBTPC
KEHh5 £ 723 BN miRE » ®A L 2580 E
OV BTHY), EIRNTHEEL 72 SBT £7213 AB
PCOWTIUIZL D LDTH W EEZ LS,

LIEL Y, SBTPCI3HELEE SNG4, 3R
—AEEEER TR 7% <, BRAIRE (1 HE A, 22.5
mg/kg H5HAT, KEWNBEFEWEEZ LN,

7)
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GENERAL PHARMACOLOGICAL EFFECTS OF SULTAMICILLIN TOSILATE

JUN-ICHI IsHIKO, SHIRO MUNEHASU, MIHO SUGIYAMA,
MAkOTO Suzukl and ISAO OHTSUKI
Nagoya Pharmacology Laboratory,
New Product Research Center, Pfizer Taito, Co., Ltd.

General pharmacological properties of sultamicillin tosilate (SBTPC) were examined.

1. When mice or rats were orally treated with SBTPC at doses up to 2000 mg/kg, there were no significant effects
on motor coordination, grip strength, electroshock-induced convulsion, nociceptive response, pupil size, or
gastric secretion (Shay rats). Only slight reductions of spontaneous motor activity and gastrointestinal propul-
sion were observed in mice.

2. In anesthetized dogs, slight and transient increases in respiratory rate and decreases in blood pressure were
noted after intravenous injection of SBTPC at 30 mg/kg. On the other hand, no significant influences on blood
pressure and heart rate were found in conscious rats treated orally with SBTPC at 1000 or 2000 mg/kg. There
were no effects of SBTPC (10-¢ — 10~* g/ml) on atrial rate or contractile force of isolated guinea pig atria.
No effects on nictitating membrane contraction were noted in anesthetized cats at intravenous doses of 30
mg/kg.

3. No significant effects of SBTPC were found in isolated smooth muscle preparations, except for slight decreases
in spontaneous motility of isolated rabbit ileum and spasmolytic effects in isolated guinea pig ileum at a high
concentration of 10~ g/ml.

4. In saline loaded-rats, no significant influences on urine volume or urinary electrolytes excretion were noted
with SBTPC at oral doses of 1000 or 2000 mg/kg.



